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Abstract of CN1 458281 

The present invention developes RNA interference preparation for resisting coronavirus of SARS 
based on RNAi molecular principle. The preparation contains several groups of Inog-stranded RNA or 
DNA (dsRNA or dsDNA) corresponding to coronavirus gene matter, and small segment RNA or DNA 
(sIRNA or sIDNA). The said RNA or DNA includes SEQ ID N0.I-SEQ ID No.BO (siRNA or sIDNA) and 
long-stranded RNA orDNA (dsRNA or dsDNA) synthesized with SEQ ID No.19-SEQ ID No. 11 6 and 
through PGR and RNA in vitro synthesis. The preparation of the present invention may be used in the 
prevention, diagnosis and treatment of SARS, and has obvioous effect and short development period. 
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[54] /^a^ttnf-SJit^-^S^J^S^^ 

.. # RNA =f^mmm 

[57] SS^ 

*:SBji£ffl^iet^®^ift(RNAi) ^^^^^m 
mm. mMTmmr^MMwm.m.m'^&mw.m^ 

mmmmmm^Mmm-^^ rna DNA(dsRNA or 

dsDNA) , RNA IE DNA ( siRNA or siD- 

NA) . RNA m DNA 'SiS SEQ ID NO. 1 - SEQ 

ID NO. 80 ( siRNA or siDNA ) , UR'^tS^ SEQ ID 
NO. 19 - SEQ ID NO. 116 i&^WM^^S.^^ RNA 
W^^f^m-^mm^J$.m^m DNA fa RNA(dsRNA 

ordsDNA). iif^^m^umnt^mf- sars 

H?T. J&?f, SfcHmS, ^it-^^IE# 
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1. SEQ ID NO. 1~SEQ ID NO. 80 M^^?lj6<J RNA sRDNA. 

2. -l^li DNA RNA, ^l^tEJ^^ SEQ ID NO. 19— SEQ ID NO. 116 fti*tj^lJgJ. ^^Ij^.ggSiC 

^Hfp RNA •&^fi<j;5-iiJlf 

mmcimAmmm', ^i&l>nkmU^; 3R«|dsRNA&9^4^5 ^^SKNA^DNAW^^. 

4. 3 frjSW DNA ^ RNA Kl*J«-J^ffi. Ktf':^-!!:^ DNA fi«]m'i'5Rffl PCR:^ji 
^j*r>NASI«. ^i£PCR::&-?*<l='^'fit^fi*i5l!8j>^ SEQ id no. i9~seq id m.iiGm^f^m^ 

5. ffl*si^jg^ 1 m. 2 ffj^w DNA fp RNA m^T^nM^^nmt^^^m^Mvmm rna ^ 

SEQ ID NO. 1~SEQ ID NO. 4 ^ SEQ ID NO. 19~SEQ ID NO. 80 Wi^tfi 66 ^ KNA/DNA ^ 

n. uis^ SEQ ID NO. i9~sEQ ID NO. 80 i^^^\m&0m.m^^s.m^ RNA 't^&^-:^mm^ 
mo^i^m DNA m rna, <^^#j#wi^sJc^ifc^^^^#^et]Bi rna w rnahs-^si cRdRP) -^^eu 

SEQ ID NO. 5~SEQ ID NO. 8 m^tfy 4 RNA/DNA , \£iS.MS^ ID NO. 81 —SEQ ID NO. 86 

^%mm^0^m^-As,m.m rna ^m^^-^mm-km^^^m: mk^ rna, m=f-m^¥fMm=f-pt 

SEQ ID NO. 9~SEQ ID NO. 10 jo^W 2 ^ RNA/DNA ^9^3?!!, BiiSlffl SEQ ID NO. 87— SEQ ID NO. 98 

^th^mi^0jm^^S.mM rna -km^iffkm-k^tfi^^ dna jFp rna, ffl^«il«-miJiKTift 



2 



2004*^10^ IE 



03137621. 5 



fij S * ^ ^2/2^ 



SEQ ID NO. 11~SE0 ID NO. 12 Bf^tfy 2 '^ RNA/DNA ^^tf, IJil^ SEQ ID NO. 99~SE0 ID 

NO. 102 i^^^m&0mmmA5.m» rna '^m,^:^m:m'^m,m^m: dna « rna. m^j^m^nm 

SEQ ID NO. 13~SEQ ID NO. 18 ^^fitj 6 RNA/DNA ^JO. WSffi SEQ ID NO. 103~SEQ ID 
NO. 116 ilFih3m^0mSmAS.^» rna -^fife^J^-J^M-^jafca-K:^ dna fa RNA, ra^*HA.*!i*iJ 

7. iBLmm^5mi^6(jm^. ^'^^^^M'^si^^-n^m^^^mi^mKNAWi.DiiA. 
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rmMtSE^^mm^mmmm^mm rna =f^uMm 
w^s-mmt^M^mmmn. (ptgs) 3*^M^j«sARsjaJK^#Bg RNAi^i^^^^ 

^^S^ttDf ©.it^-a S < Severe Acute Respiratory Syndrome, SARS ) S^^l^i^M.~^M^ 
mm (Coronavinis) . B^ii^JpfSMiS^^JM^— ^jES^li:^^. ^m:37l^U^m^, 

mm^^=^ift CRNA Interference, (siTifeM^ RNAi) , i^^1^mB^mViW^m.m (Post- 
iranscriptional gene silencing. tJlTtSf» PTGS) , ;feifi^*^3K6«j— #^J^«<Sl^#a^&<Ji^ 

^j. ^R^mmuf»,mms&'PX^^tEn&^m&^^]>^^fQ^A (21-25 nt) . prcs^^m 
>^RMmmmmm < dsRMA> mfSim.mmmm (dsDNA> ,^#/h>t@jK«$:^iit^^ csmaii 

interfering RNA. siKKA) SKJ^^El^^ltl^^ CsmaU interfering DN A, siDK A!) , ^€:t^j&^:^>j>>f 
|ft(2O-4O00bp)fi«j3R«i^tS:KK§IAIBaiJi&. 31:* dsKNA. dsDNA,siRNA ^ siDNA #T*iS:»^ 
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sARs 

^^m^^.r^^u^^.mmBmmtm^1^i, w^p^js^^jA sARsm^mm rna %mM 
Rnmm=Fiit SARS mvmms^m^^mmMf i&mmm'^fmm sars m^mmimm 

^j^sARss^t^i^^s^M^^: sARsm^mm^^mm^. sARsm^mmm^mm 
^ rT u^wm^i^mmKm^mi(&M^=p^ sars M^^^SISgs, rna ^ rna 

CRdRP) RNA ^ DNA Jij SEQ ID NO.l-^SEQ ID N0.4 ^ SEQ ID 

N0.19~SEQ ID N9.8O J?f^fi?I 66 -1^ RNA/DNA ^^J, Wi^;^ SEQ ID N0.19~SEQ ID NO.80 
?t75l%^^3Ritl$S;SiS* KNA^^e^-^mffj^^fl^^^ DNA^ RNACdsRNASU cIsDNA); 

M3*Rrw^#i^:i:^seiJi:sK*i^iii»#M=p*t SARS m^^m^mm&'t^ei rna sk 

DNA SEQ ID N0.4~SEQ ID N0.8 4 ^ RNA/DNA 

SEQ ID no.8i~seqid no.86 i^i^mm&^mmm^s.^m rna ■&fi)6a<i:i6-j*j?f-0-j36fi<j-K€S 

DNA ^ RNA(dsRNA dsDNA>« 

MJ*w.iji«#.i^fi^^®t?E«*i®*ti«y§R^ife SARS. ^*tjs#^^itse-^^to RNA m 

DNA a^.^^*f6t>;^i?lj^ SEQ ID NO.S>~SEQ ID NO.IO fff^tify 2.^ RNA/DNA f^ft} , Ul^^ 
SEQ ID Np.87~SEQID.N0^8 ^th^\m&p^m^^S.mf^ RiiA/k^^:^mm^^ifl^m 
DNA^RNACdsRNAH^dsDNA): . , 

mi&-mum^n^]^mmm3mM¥>i^Mm'^^ sars s^t^^suKse-^^w rna sr dna 

ia»fif*«»fl<FJ^J!l:)b SEQ id N0.11~SEQ id NO.12 2 ^ RNA^NA J^sJU, IJiSffi SEQ 

ID N0.99.~SEQ ID NO.102 RNA-g-iSW^jSBFf-a-J^M-lfefii DNA 

3HI RNA(dsRNA dsDNA): 

^]£Rr(Ui^-i^i^BS@i^s'(«Lf&jiqi^sE7$/& SARS mfmrn^'^m^^^SL^ii rna 

DNAS^flJ^^felWi^Jll* SEQ IDNO-13'-SEQIDNO.l8 J9Tj3^fl9 6^ RNA/DNA lUZlffi 
SEQ ID NO.103~SEQ lDNO.116 f^^^5l«&S^3RS*SS:S/S^ RNA-^^fl<j:«rJiM-^jacfl<J-i^S| 
DNA ^ RNA(dsRNA ^ dsDNA): 

Jfri*M3Rlflr'a^SBl±— fl'lE^^I'-hi* SEQ IDN0.1~SEQID NQ.SO^^myiJfitl RNA^ 
DNA, SEQIDNO.lP-SEQIDNO.lieft^bSli^iS^IIEaES^Sm*! RNA 
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m-^^i^^^ DNA RNA(dsRNA dsDNA). 

±^ SEQ ID N0.1~SEQ ED NO.80 m^^Mff] RNA DNA, SEQ ID NO.l 9~SEQ 

ID N0.116 i^^^m^^mm^AS.Mm KNA^mm:^^m't^6^'\km: DNA RNA(dsRNA 

gc dsDNA) fi<j^j*:tr?^M^!i«-:s-r*^3g;^mm<4tq^iait^'^s^jii*s:t^MSi&^fflih3ii p 
mM^vff&M^-^mm^wmvimncuNAti^^m, -feMDNAW^j^-, dsKNA kj^j-s-, 

RNA DNA 6<J#^. 

3t§5fi^BJ}|-etfl<,_hj^ SEQ ID NO.l ~SEQ ID NO.80 m^^^m RNA DNA, Ui-5.-S SEQ 
ID N0.19~SEQ ID N0.116 f^:^f l^b^^lRmil^SlS^ R2^A-^^6tl^itm 

fp RNA(dsRNA He dsDNA) M^4'— ft^^^t'^-^, ^nm^^^mm.i^Rmmm'^. ■^r^y-s- 

tbTO?n?&?T SARS MI^J^. iW^^m RNA DNA^^TpgS^j^TwjigBg^^^j^ 
H^iSDNAW^J* 

1.1 SARS S^^ilW^l^fO RNA :^?i5: 

SARS m^mmy^ ^m^^A^M^. ^^f^^mmEtW Vem E6 m S ATCC (American Type 
Culture Collection). ^SBIS^ft'p-^W 10%4=Jlllytfi<J Eagle's ^#^2 mM L-glutamine, 1 mM 
Sodium Pyruvate, 0.1 niM hbnessential amino acids, 1 .Sg/L sodium bicarbonate), ^ 27°C 5%d(j ~ 

m.^^m$^m^^^, mi^^—w^^m. mmmmm^m ixio*/^9i-H, Sf#sARs^ 

M^^MMM:^^ 0.2 mL, JnA 1 mL TIUZOL Rea^t (Life Technology)i9E 15-30^ -^Ja 5-10 
If *P A 0.2 mL 15 15-30»C ^M. 2-5 2-8»C 12.000 x 

g 15 ^h^t, WL±Kt^^^A—&iSitfy 1.5 mL . iHA 0.5 mL # p5»?9E IS-SCC 

5-10^*1', «2-8«C12,OO0xgl5'C<>5-lO4Ht. l¥JrSI«[; mtSM 1 mL 75% Z.»i5fe». ^ 
2-8°C 7.500 X g 5 J^±*&?S, JJEiS^J* 10-15 ^It , Jta A5£ Rnase fi<J7K^E SS-eO'C ^S 

10-30 ^«t. «RNA^:«-ffiF«¥. 
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1.2 cDNA»-a-J«! 

^'J>i5J;@'1=ipA,SRNA0.1-5ng, oIigo(dT)„ 5^g, *)^^* (nuclease free) M llOjtl, 
70»C 7)CJ&«M 5 i*?&5^4P, tJA;?JJP 5 X S/S^JPJ 40^1. lOmM 4 dNTP 20 ul (1 .OmM 

mX RNase Jlpi&JjW 200u, *W?^2K(nuclease ftBe)M 190p.U 37°C -fi^^a 5 , iaJK 400 

^i»tmfl«J0.5inlS5'C?W4'«cifclnA: 45iil^SjS*&j 20PllOX^?«f^g, 8pldNTP?l^ 
^. 114 lillittS^IC. 2lilRNAi|H(1.5 U/wl). 1 1 u mm^|i;^^(DNA)ai-^iS 1(9.0 

u/ n 1). js^^ leriff W 2.5 h. sm^i^MinA 23 n 1 dNiP ss-^igjjfn 2 p 1 pfu dna m-^m 

(2.5 U/lil). 72X;»W30 min, mh^cDliAm^. &Mmy^mSmk:^ 

1.3 PGR (Polymerase Chain Reaction. ^a6i|taStS.i^) ^«-bNA««r 

JR^BB^ PCR(Hot Start PGR), S.t^^ PCR(RT-PCR), *JBPHt PCRO^eal Time PCR)^;L 
f+PCR^b-jS. 

1.4 SARS M2R^««Ett5l«!j«l«Th2U|S3?!i 
*:Siil*^WPCRMffiMfl<lfl«&. »««liBS-i^^60SARS^J|^^#RNA;Ss?U. 

(Genbank Accession AY2741 19.3) SifM. TiB* SARS S^i^iA^^fS^S&jSSp.^^ 

PCR^^£fflfl«»WW^S3^. 32:^SB-S^SAks's*t^ii»wiiAW 

cRdRP) . sAjRs^ntmm^ms&, sARswt^mm^nmmt sARsMvtmnms&. 

1.4.1 SARSSJ^^^flcSfl RNA 69 RNA3R-^af (RdRP) : 

iE|S)?|^ C^^Sl^, ^Jfl-^SEQIDN0.19~49) 

RdRP 001 5' -ctacccaggaaaagccaacca-3' 1-21 
RdRP 002 5' -cttaggtgacgagct^cac-3' 681-701 
RdRP 003 5' -att^acctgagcatagtgtt-3' 1381-I40I 
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RdRPOCM 


5' 


- agtggttgtctaatcttttgg-a ' 


2081-2101 


RdRPOOS 


5' 


-tgagcttgatgaacgtgttga-3 ' 


2781-2801 


RdRPOOe 


5' 


-ggagggtcttgmgctttct-3 ' 


3481-3501 


RdRPOO? 


5' 


-gctaagactgclcttaagaaa-3 ' 


4201-4221 


RdRPOOS 


5' 


' tggacaacactaatctccaca-3 ' 


4901-4921 


RdRP009 


5' 


-gtctgcaccacctgctgagta-3 ' 


5601-5621 


RdRPOlO 


5' 


-tgtgaaagtcaacaacccacc»3 * 


6301-6321 


RdRPOll 


5' 


- ctaacgttactactatggatt-3 ' 


7001-7021 


RdRP6l2 


5' 


*ggctggtcaaaagacct^ga>3 ' 




RdRPOlS 


5' 


-agactaacttgtgctacaact-3 ' 


8401-8421 


RdRP014 


5' 


- gagtagtaacaacttttgatg -3 ' 


9101-9121 


RdRPOlf 


5' 


•'tcttgctctatataacaagta-3 ' 


9801-9821 


RdRP016 


5' 


-gaaggtaaattctatggtcca-3 ' 


10501-10521 


RdRPOl? 


5' 


- tgtctggtta^ggcttaagg -3' 


11201-11221 


RdRPOlS 


5' 


-tttcgagaagatggtttctct-3 ' 


11901-11921 



RdRP019 5' -aataatgaactgagtccagta-3 * 12601-12621 

RdRP020 5' -gaatgtggaaaggttatggct-3' 13301-13321 

RdRP021 5' -tggtacgamcggtgamc-3' 14Q01-14021 

RdRP022 5' -ctatcagtgattatgactatt-3' 14701-14721 

RdRPb^3 5' -cggtgatgctacaactgctta-3' 15401-15421 

RdRP024 5' -tgggsacctgagtttti^ 16101^16121 

RdRPb25 5' -acaagttgaatgttggtgatt-3' 16801-16821 

RdRP026 5' -cactgtgagtgctttagttta-3' 17501-17521 

RdRP027 5' -gttcgtgcgtggattggcttt-3' 18201-18221 

RdRP028 5' -ttgtgaagtctgcattgcttg-3' 18901-18921 

RdRP029 5' -acctgtttccatcattaataa-a' 19601-19621 

RdRP030 5' -aagcgctcacaagattcacca-3^ 203C}1-20321 

RdRP031 5' -atgactctaaagaagggtm-3' 21001-21021 

(^31^, ;?3?a-^SEQIDNO.50-'80). 
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R<iRp032 


5 --cagtgccaagctcgtcaccta-3' • 


703-683 


RdRp033 


5 '-gcaacactatgctgaggtcca-3 ' 


1403-1383 


RdRp034 


5 '-gcccaaaagattagacaacc-3 * 


2102-2183 


RdKp035 


5 '-tgtaacac gttcatcaagct-3 ' 


2802-2783 


RdRp036 


5 '-ccagaaagcaaac.aagaccct-3 * 


3503-3483 


RdRp037 


S'-catttcttaagagcagtctta-^3' . 


4223-4203 


RdRp038 


S'-tgtgtggagattatgttgto-3' 


4922-4903 


RdRp039 


S'-tatactoagcaggtgg^aig-3' 


5623-5603 


RdRpO40 


5 '-gaggtgggttgttgactttca'-3 * 


6323-6303 


RdRp041 


S '-gaaatccatagtagtaacgtt-S * 


7023-7003 


RdRp042 


5*-tctgataggtcttttgacc8g-3' 


7723-7703 


RidRp043 


S*-ctagttgtagcacaagttagt-3-V 


8423-8403 


Rdl^>044 


5 *-agcatcaaaagttgttactac-:3 ' 


9123-9103 


Rdl^S 


5*-tgtacttgttatatagagiaa-3* 


9823-9803 


RdRp046 


S'-aatgg8ccatagaatttacct-3* 


10523-10503 


RdRp047 


5'-aitccttaagcctataaccaga-3* 


11223-11203 


Rdl^S 


S'-aaagagaaaccatettctcga-3* 


11923-11903 


RdBp049 


S'-gctactggactoag^tcatta-3 ' 


12623-12603 


RdRpOSO 


S'-agagccataacctttccacat-S* 


13323-13303 


RdRpOSl 


S*-acgaaatcaccgaaatcgtabT3* 


14023-14003 


RdRp052 


S*-ataatagtcataatoactgat-3* 


14723-14703 


RdRpOS3 


S'-cataagcagttgta£catcac-3 ' 


15423-15403 


RdRp054 


5*-ttctaatgtattgtaaataca-3* 


16123-16103 


RdRpOSS 


S*-gtaatoaccaacattcaactt-3 ' 


16823-16803 


RdRpOS6 


S*-cataaactaaagcactcacag-:3* 


17523-17503 


RdRpOS? 


S*-tcaaagccaatccacgcacga-3 * 


18223-18203 


RdRpOSS 


5'-agtaagcaatgcagacttcac-3* 


18923-18903 


RdRpOS9 


S*-cattcttaatgatggaaacag-3' 


19623-19603 


Rdl^}060 


5'-agtggtgaatcttgtgagcgc-3' 


20323-20303 
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RdRp061 5'-gaaaaacccttetttagagtc-3* 
RdRp062 5'-gcaccggtcaaggtcacttc-3* 

1 .4.2 sARs M^mm^^^m. s » 



21023-21003 
21492.-21473 



lEfRl^Ii^ C^3-t. i^^'!)-^ SEQIDN0.81~83) 

NOOl S*-acgaacaaattaaaatgtctg -3' 28091-29011 
N002 S*-acagattgaaccagcttga^ -3V 28781-28801 
N003 S*-agt^agcttctgctgattoa-3* 29341-29361 

&^^\^ C^3>h, ^^j|-^SEQIDN0.84~86) 

N004 5'-gttgttgttggcgtttaccag-3' 28831-28811 
NOOS S'-tgaatca^agaagctccact-^3* 29341-29361. 
N006 S'-tttgtcattctoctaasaagc-3' 29715-29695 



1 .4.3 SARS M^mmm^mm^ .• 

jE|bI?[^ C^6>h, ;?^^SEQIDNO-87~92) 









SOOl 


5'-attatttcttactctcactg-3* 


21491-21511 


S002 


5'-tacagccttttoacctgctca-3* 


22181-22201> 


S003 


S'-ttaattgttattggccattaa^3' 


22891-22911. 


S004 


5'-tacagaagtaatgcctgtttc-3' 


23591-23601 


S005 


5*-acacacttgttaaacaactta-3* • 


24301-24321 


S006 


5 ' -aatgaggtogctaaaaattta- 3 ' 


24981-25001 




4& C^6-t", ^3^1)^ SEQIDN0.93~98) 
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5007 5'-ctgacgtgccccaaatgtctt-3' 22221-22501 

5008 5'-ccataatcamaatggccaa^3* 22921-22901 

5009 5'-atattacaatctacggaggtt-3' 23641-23621 

5010 5'-gcacacttgaaattgcaccaa-3* 24331-24311 
son 5'-calattttcccaattcttgaa-3' 25041-25021 
S012 5'-agdgtaaaaaatctcataaac-3* 25281-25261 

L4.4 sARsm^mms^m^t 

JEj^^m mi^s /?^!l-^SEQIDNO.99~100) 

MOOl 5'-ttottctgtttggaactttM-3; 26351-26371 

M002 5*-attgtgaccagaccgctcatg-3^ 26761-26961 

Sl^^l^ C?^2^, ;?5y!i-^SEQIDNO.I01~102) / 

M003 5'-gatcacagcaccaatgacadg-3* 26811-26791 

M004 5'-atatctctgctattgtaacct-3' 28011-27081 

iEfBl§I4& C^,7^. ^3^lI-^ SEQIDNO.103~109) 

UPAOOl 5*-gtttatgagattttttactct-3* 25261-25281 

UPA002 S*:-ctaccaaattggtggttatlc-3' 25801-25821 

UPBOOl 5'-caaatccaa^9acecattact-3* 25i6S 1-25671 

EOOl 5*-tgatgagccgacgacgactac-3' 26041-26061 

UPCOOl 5'-gttg8Cttccaggttacaata-3' 27071-27091 

UPDOOl 5*-aaaattattctcttcctgaca-3* 27261-27281 

UPEOOl 5'-gtaccttcatgaaggtcacca -3' 28031-28051 
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UPA003 


5 *-tagtctttaacacctgafltffc-3 * 


25851 •25851 


UPA004 




ZO^Z J -Z04U i 






26201-26181 


E002 


5 *-gtctgccatgataagcaatgt-3 * 


26391-26371 


UPC002 


5'-caagatgtaaatacaatcaat-3 * 


27301-27281 


UPIX)02 


5*-aggaatagcagaaaggctaaa-3 ' 


27681-27661 


UPE002 


5 '-ttctgggccagttcctaggta-3 ' 


28461-28441 



1.5 PCR^«7»ia, 

i5l«UlRdRP001^RdRP032^^&iES|Sl5l«>. M PCR^-fo DNAe?J-K:;g;^ 700 $ij 
miU RdRPOOl W RdRP033 f^^IS|fil5f«f, jaU PGR J*-f« DNA ffj^^^ 1400 iO:^ 
WRdRP003 ^RdRPO34ff;t,iES|6l5l«l&, i»J PCR j^^S DNA W-^^^ 2100 ^^iji 
Ri«P005»RdRP040f^^t,iESl»l§l«J, JUS PCRJ^a DNA fi<J-l£;S^ 3700 Uijffc^ 

PCRSiS?!-^* (100 Pi) S ulcDNA (5ng/pl> , 10 u 110^?«?^6<3 pcr^j^ 

iElfi]?!^ C25pmoy uO 4 ul, (25pnK>l/ jxl) 4 u 1. dNIPs (dTTP, dATP. 

dGTP.dCTP.4i.2.5mM)8 Ta«^|RiS0.5 ul (2^^) . Aq^KM 100 u 1. . 

PCRSBi*#: (D94'»C^tt2 4h*+. ©94«tl^J-*t. <D^W«r^^ CAmealing 
Ten^eniture, ^Wgm^S«fi<I*!f»M^-#. . -JS^E 50-60 ?C ) 30 %>i ®72 «C 2-1 5 ^ 

Cflt^PCR^iSftt,^^^^) , ®^^©- ®30^5»: (fS^'hPCRSSZW^^^*^) , 

®72''C10-304}-# («c«>hPCRSj!Sfl5il^^Jg) . 

pc3ij^ifeDNA^5i: pcR&mmm^mm : M^mi : i).«3s^z.»iR:ttfi<j;^js6js5i 

DNA. M«#iFTE^}+«^, SlOMMStTTE#|)+*ftc|,, Sc.lOM:S?¥-3- TE 
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2 ^fi|dsRNAfi!l$!l#: 
2.1 

-'>«lf^jBAT3njAiS«[: 5 IB SM^nm 20 V.h PCR-a-^WDNA30 Oil, NTPsCTTP, 
An>,GTP,CTP,*2.5inM)20pl, T7sE 73^3616 40 (SlratBgene?=S ) . iq*M 100 

2.2 :k^mu&'. 

^wpuaxTns.m.m siBs.mw<¥m2ooiih PGR-^^eoDNAsoo ntpsctit, 

ATP,GTP.CTP.«-2.5inM)200lxl. T7 T3 ^IRil 400 (StratagaieJ^i& ) , iflTKM 

1000 ui. iifei^^Ris-^if^. tE3rcmm4yi^9tmit^. &mmM^^mm : atttci : lym 

KNA. 









191 


SARS ^ 


6 


sARs s^^#j|d^3eirs ^ 


14 




•■3 • 


SARS ®5i*«i^^'6se " 


8 



• 1 , '• • • 



3 /h>ta RI*l^siRNA)S£ bNA(aDNA)fi5^tt 
3.1 ' 

yh)^m. RNA(saWA)^ DNA(siDNA)f»Jffl DNA-^^-fcScSfr^rit. KNA^ifc^JfiJS^m* 
itefl<Jl?JIIfi?)STf-^*t3|£g^SARSS3t^?Pl^RNA ( Gcnbank Accession AY274 11 9.3) . 
KNA ^ DNA S *8<t^5lTRr Ul.?^^^ii Kj " M fitJ^^^F 31^ 20-24 ^HmMi^^^. 
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3^ >'h>TS KNA(siKNA)5g DNA(siDNA)^^^^^^^^fi<3^3?!j:}tr: 

3.2.1 WJ^M^ttSJK^^-fatSSlRNAWRNAag-a-SI CRdRP) -a-^fiO^I-^^tS RNA CJ¥?(J-^ 

SEQIDN0.1~4, SARSTOPlOl-104) 

«» ^. 4. « .e% A Tv^^iT^^Tk i rn ... . _ . . 

5 ' TCTAAACGAACTTTAAAATCTGTGTTCAAGAGACACAGATTTTAAAGTTCGTTTAGA 
3' 

3.2.1.2 SAItSTOP102 

5' TAAACGAACTTTAAAATeTGTTTCAAGGAGAACAGATTTTAAAGTTCGT^ 3 ' 
3.2.1 J SARSTOP103 

5 ' ACAAAGTGClTAATGAAAACnTTCAAGGAGAACTTTTCATTAAGAAGT^ 3 ' 
3.2.1.4 SARSTOP104 

5' TAACTAAATACACAATGGCTGTTCAAGGAGACAQCCATTGTGTATTTAGTrA 3' 

mmiSimtfyM., ^m—m-^^m^mmm'j^'^m sars m^mmimi rna m rna as-^es 

(RdRP) fill PGR fitifl^, -tepTjUaia: "il^k" W;bri*«tein?^^^. AMM-^^irw-ei^ 

»^BSBtJlS^aiM«I®JSKTiftSiKM#f£jSRNA6tlRNAgS'g-SI CRdRP) -^riSfli RNA ^Jfc 







•^5^^ 




SARSTOP105 


RdRP002 m RdRp032 


SARSTOP120 


RdRPOl? jRl RdRp047 


SARSTOP106 


RdRP003 jRl RdRp033 


SARSTOP121 


RdRPOlS 7^ RdRp048 


SARSTOP107 


RdRP004^RdRp034 


SARSTOP123 


RdRP019 ^ RdRp049 


SARSTOP108 


RdRPOOS ^ RdRi>035 


SARSTOP124 


RdRP020 3^ RdRpOSO 


SARSTOP109 


RdRP006 ^ RdRp036 


SARSTOP125 


iRdRP021r^ RdRp051 . 


SARSTOPllO 


RdRPOO? Rdl^037 


SARSTOP126 


RdRP022^ RdRp052 


SARSTOPlll 


RdRPOOS # RdRp03S 


SAItSTOPl27 


RdRP023^^ RdRpOS3 


SARSTOPllZ 


RdRP009'^ Rdl^038 


SARSTOP128 


RdRP024^P RdRp054 


SARSTOP113 


RdRPOlO^ Rd]^040 


SARSTOP129 


RdRP025 ^ RdRp055 


SARSTOP114 


RdRPOU ^ RdRp041 


SARSTOP130 


RdRP026 ^ RdRj3056 
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SARSTOP115 


RdRP012 fP RdRj>a42 


SARSTOP131 


RdRP027 fa RdRp057 


SARSTOP116 


RdRP013 ^ RdRp043 


SARSTOP132 


RdRP028 in RdRp058 


SARSTOP117 


RdRP014 ID RdRp044 


SARSTOP133 


RdRP029 ^ RdRp059 


SARSTOP118 


RdRPOlS ^ RdRp045 


SARSTOP134 


RdRP30 ^ RdRp060 


SARSTOPll? 




SARSTOP135 


RdRP31 5fO RdTtnOfil , 



3.2.2 i^iwmm.mmmm.mi^nm^'f^^m^mm^^m e-^/sw/^^^-a kna ^^trnmR^ 

fij^^ (^3?lJ-§^SEQlDNO.~8, igjl* SARSTOP201-204) 

3.2.2.1 SAItSTOP201 

5 ' TAAATAAACGAAC AAATT AAATTCAAGGAGATTTAATTTGTTCGTT^ 3 ' 

3.2.2.2 SARSTOP202 

5 ' TAATGGACCCCAATCAAACCATTCAAGGAGATGGTTTGATTGGGGTCCL^TTA 3 ' 

3.2.2.3 SARSTOP203 

5 ' ATTCAACTGAGAATAACCAGATTCAAGGAGATCTGGTTATTGTC AGTTGAAT 3 ' 

3.2.2.4 SARSTOP204 

5 ' ATTAC ATTTGGTGGACCCACATTCAAGGAGATGTGGGTCCACCAAATGTAAT 3 ' 

3.2.3 W W«#l^^B»B«t«a*j«>*!l^=F4fcS^?S«*y^agS-^J*6<J<I^>^-S RNA 
mR^^^^ (^ya-t SEQ ID NO.9~10. SARSTaPOl-303) 

3.2.3.1 iSARSTOP301 v 

5 ' CTTGTTAAC^CTAAACGAACITCAAGGAGAGTTCGTTTAGT^ 3 ' 

3.2.3.2 SARSTOP302 

5 ' TTA TlTiClT ATTA lU nXLTTATTCAAGGAGATAAGAAATAATAAGAAAATAA 3 ' 

^^^i«J (i1^JU-^^Qn>N0.1I~12, ^^SARSTOP401-402) : 
3.2.4.1 SARSTOP401 

5 ' TCTGGTCTAAACGAACTAACTTTCAAGGAGAAGTT AGTTCGTTT AGACC AGA 3 ' 
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3.2.4.2 SARSTOP402 

5 ' TTTTTGTACATAATAAAGCTTTTC\AGGAGAAAGCTTTAT^ 3 ' 

3.2.5 mu'^^mm.mmmm^m^mpm^iftm^mmn'^m. ^-^^i^MB. rna =fiftmm 

&W^3E^ i.FFH^SEQ IDI>iO.Vi^ii, SAKSTO?50i-506> s 

3.2.5.1 SARSTOP501 

5 ' AC ATTACACATAAACGAACTTTTCAAGGAGAAAGTTCGTTTATGTGTAATGT 3 ' 

3.2.5.2 SARSTOP502 

5' ATTTGTTTATGAGATTTTTTATTCAAGGAGATAAAAAATCTCATAAACAAAT 3' 

3.2.5.3 SARSTOP503 

5 ' TTGGAAACrATAAATTAAATATTCAAGGAGATATTTAATTTATAGTTTCCAA 3 ' 

3.2.5.4 SARSTOP504 

5' ATGTTTCATCTTGTTGACrrCTTCAAGGAGAGAAGTCAACAAGATGAAACAT 3' 

3.2.5.5 SARSTOP505 

5 ' TTAG ATT ATCCATAAAACGAATTCAAGGAGATTCGTTTTATGGATAATCTAA 3 ' 

3.2.5.6 SARSTOP506 

5 ' ATGAAAATTATTGTCTTCCTGTTCAAGGAGACAGGAAGAGAATAATIT^ 3 ' 

±^i-5^mmmmi^ m^mmumkiim. ^^umm'^mm^-^^. 
4 mm 

1) ^^iir™5«l&««3lRls 0.9%ltifc^. 0.025% ^IlJK2gZ.K;if^-(pisodiumEDTA) , 
O.CXHXB'/oMSMV^^ySM CPolyaminopn^yl Biguanide) , ^iH-fc^s 
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2 ) W^Hni^^M-M^M : 0.05% Tetrahydiozoline Hydrochloride, (^fi), <■ Sodium 
Borate) 1Sl^ft.iR.ib^mS,&S!^¥^^Benza]komuiD.Chloride(mS); 

3 ) P^^Sr^P mm^fPmM:2% ^.E#1?^ < sodium Benzoate) , 0.25% UMSM 
(Sodium Laiiryl Sulfate) , 0.2%7K^K^ (Sodium Salicylate) , Aia^lt Altificial flac6ui<^Si 

( Saccharin Sodium(^fi),£|lES^ ( Sodium Bicarbonate(IKS), ^S^^ (Sodium 
Borate) WM, lUmBflSM (Sorbitol Solution ^j|) . 

5.1 sARs m^iKmrns^^n-. 

l^^fif ffiSBSatS^ Vero E6 S5 S ATCC (Americian Type Culture Collectioii). nmS&^n^=f-^ 
W 10%^Jln.?&W Eagle's :^|^S(2 mM L-glutamine, 1 mM Sodium Pyruvate, 0.1 mM rionessenlial 
amino acids, I.5g/L sodium bicarbonate), ^:37°G 5%fi?|-^^fcSg^#^fi':^#, # 2 ^Ife— ?>:J|f 

mmm^mitm i x io*/^?t:Bt, sars M^bt^^* mmmw:^m 145^, § 2 

5.2.1 j?*M^I&l: 

%m^^4(UtanylAcptate)§!^il«IIg: (Pboshotungstic Acid) ^Pk. 
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RNA m DMA mmh mjsmm rna '^ttMMMf^M^iiBf^M^'^mmm.m^mmmptkm 

WemES mm^^^lamT^* mm.&^^'^m^} Oyo-^Jfiiyt WvEagle's mnmi2 mM L-glutamine, 
1 mM Sodium Pyruvate O.l mM noDjessenttal amino acids, LSg^. sodium Incarbonate),. ^ 37°C 5% 

^ »riSr«ifRIE2W RNASe DNAWJ .(^^JR^" RNASK DNAMJPJWinAjSiJ'SI:;^ lOQng, 200ng, 
40Qng, SOOng, 1.2 it.g);.'. JlsTMinA^JlJrW^ljW. 24 4^Hm^n^ SARS . 

^^^#^01^3^. ^^tSt^mtfyi^itL. M'Ly 200iinn, IQmin. %Jb%% 200ul. (U SO 
W^ffM^, #*B^Tj»af^ 5. 25> 125* 625 ^ 3125 in 15625 TOD /ml (Tissue Culture; 
Infective Dose) A 24 ?L^^fe, '^?LJjP«#J8EM Iml, #JnA 1X10* / ml Vero EeaaBfe-S^ft 
0.5ml RNA DNA *||*J> . 37X2, . 5%GOi4e^#T^#. . 

... CCytopfrtlnc Effect. C3»E) . m^^l?:*:^ 75^^ 

^(UianylAcetate)^^^^ CPhoshotungsdc Acid) ^tfi. M^m^lrM<ISllimMm> 
RT-PCRtfeaiPltri* (<tffi«6B Aitns-Biote«hit'^fi«i^^RI:fe, ifti^i*jaiS^^JS«fi«j«ffiiJi 
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:^mumtfy&^<m^^mi^mTtfyM sars m^mmmnpm 

6.2 RNA m DNA fS^M^S^T SARS ^^mm^m^M^^ (^ffejH) 
VeroE6aiJ|&^#$nBir3*. 

i(^liJ##itt3llrii-. mS^Mmmmmm. ^'C^ 2601pm, lOmin, JlSLit^Jg aoOul. Ui50^& 

S> 25, 125> 625, 3125^ 15625 TCID / ml (Tissue Culture 
Infective Dose) 4pA 24?L^&#fe, ^?Lirai^#?gM 1ml, -PfimA 1X10* / inl Veio B6'mmM^ 
0.5ml C-g-WRNAs£DNA»J) , l£37t3, 5%COi5jr#TiS#^, 24 ^J<BiJsiaXm iOnlP^m 

mmmmmi^ rna ^ dna j^ifMtoA 20^ 1 F»riS2is^iru. ^mmmmmm^ 

(Cytopathic Effect. =CPE) . 7 2 ^#^£4^ RNA ^ 

DNA S35RI6<lJn A4:J)-»J>tj lOOng, 20bng, 400ng, SOQng, 1.2 u g. 

^(UranylAcetatc)Sl6g|flK (PboshotungsticAcid) ifelfe, M^m^'^&'^^Ml^. 

mmmm, ^^BS^iftTSARs^^B, RNASKDNA=Fifc*s5RH^^^5it^«fl<is:*!ijFp^ 
—Mm^^m mt$LmTmmiSimmmmm&mf^m . mm^M^&i rna dna w-fesntip 
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w^m»f SARS RNA Mm&^itp^, m^mmya sars ^gisf*s*t^ 

a 2 ;t SEQ ID NO.l w . 
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• 

:^#^ffiaifla<* Vero E6 ^ i ATCC (American type Culture Collection). ^SBIfe^lt^-^ 
W 10%^jfiL^6*J Eagle's JIF#S(2 mM I^glutamine, 1 mM Sodium Pyruvate, 0.1 mM nonessential 
amino acids, 1.5g/L sodium bicarbonate), 37°C 5%fltjiZ^>Hiilt^#|6f«t':^#; ^2^g^— i>:*?F 

~i!k^mm> ^^^Ig^Jife^^ CCytopathic Effect. CPE) . 

A6etate)M^, SS^M^^S^St^^J RT-PCR feSJin^trSE C-fiE^^S Arbs-]^iotechli'0kfi<lT« 

m^M^MMif^'f 0.2 mL, ilDA 1 mLTR]ZOLReikgeat (Ufe 'recfano}6 15^30*^^ji 5-10 
-^^^ 0.2 mL «C-ttSaii5*S 15 i&m^ IS-SO'C «M i-5 ^#}>, 2-^C 12,000 x 

g l«'l> 15 ^^t. ?Sl±?llJ8[#^A->h»r6<I 1.5 mL ^'6^'^/ in A 0.5 mL- 15.30'C ffi 
M 5-lbt^H+. 2-8*C 12,OOOX g S5'6 5-10:»4+; W±mm.. ^CiSW I iiL 75% Z.fei{fej*, 
2-8«C7,500xgWvO5 4Ht. ^J::*t*R» 3?tiS^ia 10-15 ^Ht. iBA^ERnaseWzK^ 55-6p°C-gi 

10-30 4>-#i>, iSiRNA%^mm. 

cDNAW-^^: ■ -■ 

^gcyjv^^x^ajn A;^ RNA O.l-Sjig, oKgo(dT)„ Sjig, ^SS^tK (nuclease free) M 1 lOfil. 
70»C 7K*&«ia 5 ^J-lt, i!lC?g?f4p , Jn 5 X S.iS£«C?PJ 40fil, lOmM 4 dNTP 20 ^1 (1 .QmM 
jKXRNase^^JjRl 200u, *jS5'?7lC(nucle8se ftee)M 190fil, i9E 37'»Cfi^ia 5 ^Jh^, in A 400 

«is.^m. it-37»c-»ia6o^#j'. 7o°c^?aio4^#t';%?^«#. jifc^^sjsj^. 
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^ElJclS6<J0.5ml^'C>W4"fSJito&nA: ASmmS.^^: 20wllOXa?t«[. SPldNTPM-^ 
lU ullSiaTK. 2 ulRNAiSH(1.5 U/ul), lU 1 JK^iK«^I6(DNA)3Ig-g-ii 1(9.0 
U/ U 1), ^B-^Jg 16TC»W 2.5 h. S/S^^^JB A 23 u 1 dNTP ?S^^fP 2 u 1 Pfu DNA ^-g-SI 
(2.5 U/ul), 72'C»W30 min, Ui^^cDNA*^. MJlS^m^aSffl© : S»'»(l : l)J4ii^ 
2;.e2>ti£fl«i;5^j9fe, #ilJ cDNA e?Li£, mMA^rF TE ^}«?Bl4' , *t 10 u VW ^m. -20»C U 
^. 

^lEl^f 14^ RdKPOOl IUII^032 ^^^S-DNA^^: li^^^B^ PCR(Hot Start 

PGR). IE|p]^]!^RdRP001 dtjj^Jll^: 5' -ctacccaggaaaagccaacca-3 ' . W&Ir)^ RdRp032 

5'^-cagtgccaagctcgtcaTCla-3\ PGR fijSJi'^J^ 
5 ulcbNA <5ni5/ uiy » 10 P 1 lO-f&J&ftfi?} PtlkfijSilJ+^K. aEf»J?Ii^ (25pmoy Pi) An 
U (25pmoy Pi) 4 Pi. dNrPs(dTTP;dATT^dC5lT,dCTP;#2.5n^ P 1, Tag^ 

IRBI0.5 Pi C2#fiL) , iflTKMlOOpl. PCR&jEt*#: <l)94«Cigtt2^^, ©94 "C 1^)- 

^, (D55"C30%>, ®72''C2^, ^-©35 ©va'cio ^^fr. 

DNAjist.. pcRSjst^^js^a : «t^(i : im^^z.mmMm:^mmmvNA, ms?? 

4^^, -20'c DNA ffi ^«i*at:*rj*t&«i, dna «ii?«i:jS'feTiEi8^g 700 >h« 

sj^ w DNA ^^jHTpf^-mMSsj^^j^flij DNA n^a. 

^fii dsRNA ^^^1^^ia^jfMRmm^. 5 ^&mW^^ 20 p I, pgr -^J^JW DNA30 

Pi, NTPsCTTP, ATP.(3TP,CTP.«-2.5niM)20Pl, T7 0J(im4Oi^^ (Strategene J*=iSi) , iP 

*Sioopi. ±jaT55=WSS-g-JfM. ^E3r'c«ia4WNB^^ii?t, SlS^|gJS5R^B& : *tt8r(i : i) 

iAfi*lZ.»iJEi£a556rj*«ftl RNA. M:i;S^Fm«j«Ba«MM+#^ 

■gE KNA *j5niq£^iHi«jjeT eujc* sars m^mm&^i^m 

Vera E6 aiflSi##*P^^. SBfl&^Wi^-i-.W 10%'=j=JfiL?S W Eagle-s :^#S(2 mM L-glutamine, 
1 mM Sodi\im Pyiuyate, 0. 1 mM nonesseatial amii]K> acids, 1 .Sg/L sodiiun bicarbonate). ^ 37^G 5% 

^iiSaSB&«[«l5PJSaSWRNA^JjPJ (»#«[^RNAlEDNA^a5PJfi?jJnAJI:^^^J^ lOOng. 200ng, 

4oong. soong, 1.2 P g). , MmisaAmmmmmmmM, : 24/1^ at sars ^h^^s. 
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t^inlffa^. W^^mmi^^^rfiL, l^-i^ 2001pm, lOmin, ll±Jj|*R200iil, }iX50iBmM¥m 
S. «-*B^^JiS^^ 5. 25, . 125, 625, 3125 ^ 15625 TCID / ml (Tissue Culture Infective 
Dose) lraA24?L^#ter. ^?LJra^#?KS Iml, iWlA IXIO* / ml Vero E6 aBJi&#?$ 0.5ml (-g- 
WRNA«!l?H)) , :S37X:, 5%CO, Jb#T^#, mmMmmmm^ <Cytopatiuc Effect. 

C3»E) . 14^, m2^^—ik^mit. mmmmta^^, ^mskTi^^^j^^^i^ 

^^5. ^2%*«l¥K@^» 2%^K^Rft^(UnBiylAcetate)|i|fe, It^ffi^^Smm^Rl^. RT- 





2 


3 


4 


5 


6 


7 


8 


9 


10 


lOOnK 


4.21 


3.91 


3.48 


0.90 


0.34 ' 


0.10 


0.10 


0.20 


0.20 


20QDg . 


4;36 


4.33 


3.21 


0.91 


0.28 


0.12: 


0.10 


0.15 


0.15 


400ds 


3.98 


3.21 


3.83 , 


l.Op 


.0.10 


0.10 


0.10 


0.10 


0.10 


SOOng 


3.76 


4.12 


3.33 


0.80 


0.2 ; 


0.2 


0.1 


0 


.0 


120Qns 


4.10 


3.38 


3.41 


0.60 


0.30 


0 


0 


0 


0 




4,01 


3.90 


3.30 


3.12 


2.11 


2.83 


2.05 


2.65 


2.20 



DNA tfy^l^t m :ABB900 M DNA -^^^ (AppUed Biosystems inc.i^fq ) -^J^cS^HWM 



-^^WS^hWS^Sa DNA 


mmmn^^^:s,^Y^i^nm dna ■ 


RdRP003 ^ RdRpG33, RdRP0O7 ^ RdRp037 
RdRP012 ^ RdRp042; RdRP022 iRl RdRp052 
RdRP31 ^ RdRp061 , RdRPOlS RdRp048 


SARSTOPlOl , SARSt6P102, 
SARSTOP201, 

SARSTOP302, SARSTOP301. 



24 



2004^10^1 H 



03137621. 5 



RdRP028 ^0 RdRp058, RdRPOOS ^ RiiRp035 



SAltSTOPSOl, 

SARSTOP402, SARSTOP504 



DNA-&|5l#izhS. 

mm DNA fi'jM'^: n-^^^mmm DNA ^-^WS^^i?3^J 6«)^«l DNA ^ 4 >i ^^^^ 6 







A 


RdKP003S]RdRpO33, RdRPOO?^ RdRp037, RdRP012 ^ RdRp042, 
RdRP022 jfP RdRp052 


B 


RdRP31 5fn RdRpOei , RdRPOlS ^0 RdRp048, RdRP028 ^ RdRpOSS, RdRPOOS 
^ORdRpOSi 


C 


SARStOPlOl, SARSTOP102, SARSTOP201* SARSTOP504 


D 


SAkstOP302, SARSTOP301, SARSTOPSOl , ARSTbP402 


E 


RdRP(X)3 SI RdRp033, RdRP007 RilRp037, SARSTOP402, SARSTOP504 


F 


RdRP31 »RdRp061. RdRPOlS fP RdI^>04B, SARSTOP102, SARSTOP201 



Vero E6 aj^it^iO mrife. 

i^iMW, ^iS^f-^&^Ss 25\ 12S> 625. 3125 ^ 15625 TCID / ml Ctissue Culture Infective 
Dose) imX 24 ?L:^#fe., "S^LJm^^JjM linl. WisaX 1X10* / ml Vero E6 MJ»«c$S 0.5inl C-g" 
W RNAkDNA*!lJnJ) . #"^37-C, 5%CO,4b#TSff^, 24 <hB«}-^inA^ 20u l^»T»i«»?S 

M^WKfi fliiks Di^A a-gr«!i?pj , kfkiax 20 p 1 p^immm. ^MJ^mmeim^ a cytopatMc 

Eflfect. CPE) . fSLmtt^ll^f «i2^»— »:^#«[. :©^«4'DNA*j=WS5tj SOOng. 
(PhoshotungsticAcid) fi$k. Mffl ^^Sa^JRiil. RT-PCR t&«Jn«ir^ (l£ffll8H Artiis- 
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ia BJ ^ ^23/55^ 



{^m> mmm^^mesnti^r^, loBfam^^-^tfamii, mmmmm^n—m^fami^o m 











A 








E 


r 


mm 


3 


3.21 


3.11 


3.25 


3.78 


3.53 


3.41 


3.01 


6 


1.31 


1.51 


1.98 


1.01 


0.93 


0.S9 


2.53 


10 


0.1 


0.1 


0.3 


0 


0 


0 


1.90 


12 


0.1 


0.1 


0.2 


0 


0 


0 


1.68 



^^Bim^S&W Vera E6 ^ftip-^W 10"/o4=Jfa-J§&«r Eagle's ^#S(2 mM L-glutamine, 1 mM 
Sodium Pyruvate, 0.1 mM nonesseatial ammo ai?id^ l^g/L sodium bicarbonate), ^ 37°C 5%^^— 

^mn. mmmm:km M =^ 2 ^Jfe— ^^^a^^^ifij^^g CCytopathic Effect, 
C3»E) . .... 

^^iSltatirjzB. :|»Ji$li!!7^ii64aiillBC^B. M 2V.d(lEFS@^. 2%^i6^^^(Uianyl 
Acetate)i^|p!. RT-PCR4^j«1lDiiri£ C^^IgS Artus-Biptech^^^^ 

. ^.iqmf^.^mm0^i^ya^.B6^m (10*ceUa^> $'C^ta:t^ipJI&. l ml:^|^y$%^ 
Jg^t^^J^S^^ 0.2 mL, IjbX 1 mL IIUZOL Reagent (Ufe Te^:Amo^ U.30<*<: SrlO 
^^t. ,#*n,A0.2mL|t'eri^ii« 15*^^,. 15-30te,«m 2-5 2-8''C 12,000 x 

gSS^Cf 15:JJ-*t,, fljlJlJtJ^^A— 4"*ffitl 1.5mL3*'li>^4', in A 0.5 mL :^ W^E ISrSO-C^ 
^ 5-.10 ^It, tE 2-8^ 12,000 x g S^^C* 5-10 ^JL?*^, iRlfeffi J mL 75% ,Z.^JSfeai,. ^£ 

2-8*C 7,500 X g 5 ^^J-, 3^±?t}ft, iS^^^ii 10-15 iPA^ Rnase e<}7K^E fi5-60*>C « 

^a 10-30 i)-^. -^wsA^4J-«i».. . , j 

cDNAW-^^: ^<h«tf'*'iraA.ei RNA 0.1-5Mg. oligo(dl^j, S^g. *)fif^?K (nuclease ftce) M 
1 lOul, 70»C jKm^^ 5 ^H+. aK?&J^SJ, 5 X ^«^J 40»il. lOmM 4 dNTP 20 »il 

(l.OmM RNase iqi^ll^RI 200u, *7Sl^;iC(nuclease firee)S 190nl, 37'C fSM 5 , 
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BJ =Fi ^24/5531 



:&lJm^0.5min'ij-m^^rklJaP^z 45li'mS.JS«&; 20u 1 10Xai?«{'yK, SuldNTPM-^ 
114 uliStSTlC. 2 PlRNAB§H(1.5 U/U 1). 11 w mia;^«felK(DNA)l|?-^K 1(9.0 
U/Vi>, mr^m 16'C»W 2.5 h. S.iS^^JnJiuA 23 U 1 driTFiS-H--^?J3 2 y i PniDNA^-s"^ 
(2.5 U/Pl), 72*Cf!?W 30 man, cDNA . J^iS^^-e^fflSJ : ^{^(l : 

Z.^'iJt?£W;5r»i, #Sj cDNA UU. nmM^'i- TE igJ*J£4^ , 10 u m^^. -20^0 « 
#. ■ ■ ■ 

^3]^^S.^n\^tfi^'^^'- RdRP0065BlItiiRp036V SOOl ?b'*SiMi8, M001?BlM003. EOOlfD 
E002. UPA001^UPA004 (•S^nW^?UiiB"jJ?f^> . PeRSJS?!^?^ (100 u'l) -ei^H: 
5 ulcDNA <5ng/l»l) , 10 U 1 10 ^9fJ&S[6?J PGR S^S^?*^, iEl^?l4fel <:25pmol/ l» 1) 4 i» 
1. S.^^\^ (25pmoV Ml) 4 ul, dNTPs (dTTP, dATP, dGTP, dCTP, -S- 2.5 mM) 8 l»l, Tag^ 
6.5 P 1- (2 . ima^^ 100 i: PGR Si^^: (D94 2>#. (g»94 "C 1 ^J- 

. <g>50»C 30 <S)7i "OS ©Sfid) =-^)40 <g>72«»Cld ^J-#f> . 

DNAiglEiC. PCRSjat^^M3^» : *lt&<i : i^ig*iZL»tJ£^6<j:«r^^DNA. MS^ 
^ TE mf^WL^ . 10 M«c»^ re m.^mj¥* 10 If Mt?^ te mjr¥my¥ , K lo u 

W& dsRNA tfyU^: iStWI^lfn AT5iI&iS?«: 5 ffif 20 »i 1. PCR -^^6*] DNA30 

Hi, >!TPs(TTP, ATP. GTP,CrP,^2.5niia)20uL T7^S5B|4p4^^ <StratageneJ*=iSi) , 
tKS 100 Pi. _h3iist?RI«-^»B» iE^zTdSkWiA^^ft^^i^tiSL. S.&i^'^B^MfSt U-feCl : 1) 
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ift BJ 45 ^25/55^ 



Vero E6 aBB&^^iBl^i^. mmm^^^m lO%^^HSLm&^ Eagle-s m^m^ mM L-glutamine, 
1 mM Sodium Pyruvate, 0.1 mM nonessential amino acids, 1.5g/L sodium bicarbonate), ^ 37°C 5% 

^laWli^o 3i5'O20Qtpm, lOmin, T^±M^ lOOul. \iX 50 i^MMi^iM 

.-S-^B^^JiSjK^ 5, 25, 125, 625^ 3125 Si 15625 TCID/ ml (Tissue Culture Infective 
Dose) *qA24?L^#^. ^?Lin:©#ja[M Iml, SinA 1X10* / ml Veio E6 ^J3&m?S 0.5ml (-^ 
WRNA^JW) , ^37X:. 5%CO,*#T^#. ^^?Si!§gajfi^3E (Cytopathic Effect. 

CPE) . Mgi^#:^^i4?c,;«i2?c!fe-^^#?aE. $.m^.^iPBiri^. ^jgfifeT^^fitiaiBaiBt 

^Mv^2:%fl<f^BEP^, 2%KS;R|?,«i(UranylAcetate)$iSS, jLS^ffi^^Miat^JSl^. RT- 
15) . 





lOQns 


20Qns 


400aR 


goons 


1200nK 




2 


3.01 


3J20 


2.98 


2.93 


3.15 


3.30 


4 


1.92 


1.94 


1.67 


1.52 


1.01 


2.92 


8 ,.• 


0.20 : 


0.21 


0.14 


0.1 


0 , 


2.45 


10 


0.20 . 


0.10 


0.10 


0 


0 


2.67 



« ABI3900MDNA^J5K<S: <i^Ued Biosystcms Inc./^iS ) -^^^h^M^StlDNA, ^ 

4tDNA, m^wimmm'p^mmmi^n mmm 1 m^y . -Brj&^m^Amm^ 

SARSTOPlOl, SARSTOP202, RdRP029 RdRp059. ^^^tfj 2 ^K^h DHAMmmm^r 
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iJi BJi IS B26/55M 



S J? I' WS^hJ^^lJ DNA i^#ii3il . 

Ti^rrjisw/R'W J^^'^V«'«-'»' 't-*-''«V* 3^»wiw ^' I ^1 -i-^JH-j T^ii^.f yzrut/Tj p-j JLiLi-j •3ri'pci^jt>t 

UPCOoi jfP UPD002, N6oiiFPN0O4 <'&'fnfl<i;?^3?!liPJi^3i) . PCRS-M^^k 
(100 ^te: ^ Ji lcDNA (Sag/ ul) , 10 u 1 lO-f&jRia^flt] PGR &jS^3tJg[. Z^^m 
(25i>moV ul) 4 ul, (25pmoi/ j» 1) 4 u 1, dNTPs (dNTP, dATP, dGTP, dCTP, ^ 

2.5 mM) 8 P I. Ts« ^i^il 0.5 1 <2 ^-BC) . Ujis 100 u U PCk ©94 »C 2 

4)-*+, (I>94«C1^)-#I', (D53»C30%J», ®72''C5 4Ht, ®«S:©— €>36 2j:, ®72''C10^#t'. 

DNAii^: fCRS^i^i^Mmmmm : n-tea : i)iAii»z.»tyt^£W:«ri*iiaiDNA, mnk^ 

=F- TE I|I>*I0[4' . S 10 HM??^ TB'igy4«+ . « 10 nnMW^ TE , ^gc 10 ji 

^Sfe, :2o»cfii#. j9f#DNAffl«sam^:^t*^^a8. ^^DNASi^jtWrjSrJiiE^ii^^DNA K) 
m&mTninmm^f&m dna >i-a. 

dsRNA 

ATP, GTP. CTP, «- 2.5 mM) 20 n 1, T7 40 CStratagine/^Bi) , jta^kS 100 u 1. ± 

j^i^^jjg^i^js/ ?£37%-{R'M4>Jnb^^3^^^ "Mj^^*:^3}5^» : l!l^&(i : i)tt}S^z.i»jJuiS 

^:feiflFk2#5R^dsRNAfPJl^3fl'^;5Ki5^^^^ SARjSTOP202, 
IidkP029ifii"Ri»ik>59^ 

MMm^m^^mitL&Ti^M SARS SJt^JS# Wf^^ : 

Vero E6^ifi^#?*D^i*. ailfi^#-3^W 10%4^Jlillf*W Eagle's it#S<2 mM L-glutamine, I 
mM Sodium Pyruvate, 0.1 mM nonessential amino acids, 1.5g/L sodium bicaitKniate), ^ 37°C S%60 

iW«9t#«$S5PjaBjEfl9l&J?PJ?S-^?S <:©^?«^*«I^JWinA*:i3-»J^ lOOng. 200ng, 400ng, SOOng, 

1.2 ug) . y:tmia^^p'mmmM^mmm. TAd^ntm^^sARsm^mm. mmm$^iiati[^. ^ 
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;a^5> 25> 125x 625^ 3125 #P 15625 TCED / ml (Tissue Culture Infective Dose) iflA24?L^ 

#?L3lP^^^RM 1ml, SJnjA 1X10* / ml Vero E6 SBi&i&Jft 0.5ml RNA^JfiJ) , 

^£37-C, 5%COj*#Tig#» 5e»|jJ!iilgaafia^3g (Cytopatbic Effect. CPE) . iSm^^Xi^ 

2%ffi»55l$l«l(UianylAcetate)«life. MSfe^S^^fe^5^!a^. RT.PCR /^?M*D|?F« (MM 













r-^^B^ra C.B) 










a»j — 


2 


3 


7 


10 


40(teg 


3.93 


1.23. . 


0.33 


0 . 




3.86 


3.12 


3.01 . 


3.11 



A. ;4s:S^'i'5F«JfflKNAnFtft6«ima-aTf-^*J#WRNATtfc*J|R|, dsDNA. dsRNA, 

siDNA ^ siRKA^^a^pjw^j^.ss#i^Bt^SKM sARs m^wm^mm rka a^J. 
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^ n m 

<iio ^^i^i^^ija±^n^'nm'!^n 

<i2o> rMMwm.i&m-^mmmm^mm rna =f^^mm 

<160> 1!6 

<170> Pateatln version 3. 1 

<210> 1 
<211> 57 
<212> RNA 
<213> AX^^ll 
<:400> 1 

tctaaacgaa ctttaaaatc tgtgttcaag agacacagat tttaaagtte gtttaga 57 

<210> 2 
<2n> 52 
<212> RNA 
<213> AXJ?J!| 
<400> 2 

taaacgaact ttaaaatctg titcaaggag aacagatttt aaagttcgtt ta 52 

<210> 3 

<211> 52 

<212> RNA 

<213> AX/t^JiJ 

<400> 3 

acaaagtgct taatgaaaag tttcaaggag aacttttcat taagaacttt gt 52 

<210> 4 
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<2U> 52 
<212> KNA 
<213> AXJ^J!) 
<400> 4 

taactaaata cacaatggct gttcaaggag acagccattg tgtatttagt ta 

<210> 5 
<211> 52 
<212> KNA 
<213> AXJ^3?!J 
<400> 5 

taaataaacg aacaaattaa attcaaggag atttaatttg ttcgtttatt ta 

<210> 6 
<211> 52 
<212> RNA 

<213> Ax;5J?>l 

<400> 6 

taatggaccc caatcaaacc attcaaggag atggtttgat tggggtccat ta 

<210 7 
<2n> 52 
<212> RNA 
<213> AX^?l| 
<400> 7 

atteaactga caataaccag attcaaggag atctggttat tgtcagttga at 

<210> 8 
<211> 52 
<212> RNA 

32 
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52 
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<213> XJLf^n 
<400> 8 

attacatttg gtggacccac attcaaggag atgtgggtcc accaaatgta at 

<210> 9 
<211> 52 
<212> RNA 
<213> AX;^3?!l 
<400> 9 

cttgttaaca actaaacgaa cttcaaggag agttegttta g:ltgttaaca ag 

<210> 10 
<211> 52 
<212> RNA 
<213> AX^JlI 
<400> 10 

ttattttctt attatttctt attcaaggag ataagaaata ataagaaaat aa 

<210> 11 
<211> 52 
<212> RNA 
<213> XJL^m 
<400> 11 

tctggtctaa acgaactaac tttcaaggag aagttagttc gtttagacca ga 

<210> 12 
<2I1> 52 
<212> RNA 
<213> AX^^J 

33 



52 



52 
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<400> 12 

tttttgtacataataaagatttcaaggagaaagctttattatgtacaaaaa 52 

<210> 13 
<211> 52 
<212> RNA 
<213> AXi^sjU 
<400> 13 

acattacaca taaacgaact tttcaaggi^ aaagttcgtt tatgtgtaat gt 52 

<210> 14 
<211> 52 
<212> RNA 
<213> AXi^^lI 
<400> 14 

atttgtttat gagatttttt attcaaggag ataaaaaalr . tc at aaac a a at 52 

<210> 15 
<211> 52 
<212> RNA 
<213> AXJ??!J 
<400> 15 

ttggaaacta taaattaaat attcaaggag atatttaatt tatagtttcc aa 52 

<210> 16 
<211> 52 
<212> RNA 
<213> AX^^ll 
<400> 16 

atgtttcatc ttgttgactt cttcaaggag agaagtoaac aagatgaaac at 52 

34 
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<210> 17 
<211> 52 
<212> RNA 
<213> AX^^U 
<400> 17 

ttagattatc cataaaacga attcaaggag attcgtttta ^gataatot aa 52 

<210> 18 
<211> 52 
<212> RNA 
<213> AX03?U 
<400> 18 

atgaaaatta ttctcttcct gttcaa^ag acaggaagag aataattttc at 52 

<210> 19 

<211> 21 

<212> RNA 

<213> 7aJi^^^(SARS> 

<400> 19 

ctacccagga aaagccaacc a 21 

<210> 20 

<211> 21 

<212> RNA 

<2i3> m^M^CSARS) 

<400> 20 

cttaggtgac gagcttggca c 21 
<210> 21 
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<211> 21 

<212> RNA 

<213> S^^^CSARS) 

<400> 21 

attggacctg agcatagtgt t 21 

<210> 22 

<311> 21 

<212> RNA 

<313> S*t^*(SARS) 

<400> 22 

agtggttgtc taatcttttg g 21 

<210> 23 

<211> 21 

<212> KNA 

<213> ^3t^^#(SARS) 

<400> 23 

tgagcttgat gaacgtgttg a 21 

<210> 24 
<211> 21 
<2I2> RNA 

<2i3> m^mmiSARS) 

<400> 24 

ggagggtctt gtttgctttc t 21 

<210> 25 
<211> 21 
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<212> RNA 

<213> Sil^ll^^(SARS) 

<400> 25 

gctaagactg ctctUuigaa a 

<210> 26 

<211> 21 

<212> RNA 

<213> ®Jt^i^#(SARS) 

<400> 26 

tggacaacac taatctccac a 

<210> 27 

<211> 21 

<212> RNA 

<213> ®JKi^#(SARS) 

<40O 27 

gtctgcacca cctgctgagt a 

<210 28 

<211> 21 

<212> RNA 

<213> S^3ii^(SARS) 

<400> 28 

tgtgaaagtc aacaacccac c 

<210> 29 
<211> 21 
<212> RNA 



ift HJI ^ ^34/5515 



21 



21 



21 
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<213> S^^S(SARS) 
<400> 29 

ctaacgttac tactatggat t 21 

<210> 30 

<211> 21 

<212> RNA 

<213> S^?PI#(SARS) 

<40O 30 

ggctggtcaa aagacctatg a 21 

<210> 31 

<211> 21 

<212> RNA 

<213> S4^^#(SARS) 

<400> 31 

agactaactt gtgctacaac t 21 

<210> 32 

<211> 21 

<212> RNA 

<213> M^mmSARS) 

<400> 32 

gagtagtaac aacttttgat g 21 

<210> 33 

<21l > 21 

<212> RNA 

<213> SjKJ^#(SARS) 
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<400> 33 
tcttgctcta tataacaagt a 



21 



<210> 34 

<211> 21 

<212> RNA 

<213> ^Jl^^#(SARS) 

<400> 34 

gaaggtaaat tctatggtcc a 



21 



<210> 35 

<211> 21 

<212> RNA 

<213> M^^MiSARS) 

<A00> 35 
^;totggtta taggcttaag g 



21 



<210> 36 

<211> 21 

<212> RNA 

<213> SJl^lS#(SARS) 

<400> 36 
tttcgagaag atggtttcto t 



21 



<210> 37 

<211> 21 

<212> RNA 

<213> S^^J^i^SARS) 

<400> 37 

aataatgaac tgagtccagt a 



21 
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<210> 38 
<ill> 21 
<212> RNA 

<213> SJl^.^#(SARS) 

<400> 38 

gaatgtggaa a^ttatggc t 21 

<210> 39 

<2U> 21 

<212> RNA 

<213> S^t^^^CSARS) 

<400> 39 

tggtacgatt tcggtgattt c 21 

<210> 40 
<211> 21 
<212> RNA 

<2i3> m^mmcsARS) 

<400> 40 

ctatcagtga ttatgactat t 21 

<210> 41 
<ill> 21 
<212> RNA 

<2i3> m^m^sARsy 

<400> 41 

cggtgatgct acaactgctt a 21 
<210> 42 
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<211> 21 
<212> RNA 
<213> SJt^^#(SARS) 
<400> 42 

<210> 43 

<211> 21 

<212> RNA 

<213> S5t^^il(SARS) 

<400> 43 

acaagttgaa tgttggtgat t 

<210 44 
<211> 21 
<212> RNA 

<2i3> m^mmisARS) 

<400> 44 
cactgtgagt gctttagttt a 

<210> 45 

<211> 21 

<212> RNA 

<213> S^J^#(SARS) 

<400> 45 
gttcgtgcgt ggattggctt t 

<210> 46 
<^11> 21 
<212> RNA 



iSi. m ^38/5551 



2i 



21 



21 



21 
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<213> S^^^(SARS) 
<400> 46 

ttgtgaagtc tgcatt^tt g 21 

<210> 47 

<211> 21 

<212> RNA 

<213> S^t^SKSARS) 

<400> 47 

acctgtttcc atcattaata a .21 

<210> 48 

<211> 21 

<212> RNA 

<213> S4^^#(SARS) 

<400> 48 

aa^gctcac aagattcacc a 21 

<210> 49 

<211> 21 

<212> RNA 

<213> M^mmiSARS) 

<400> 49 

atgactctaa agaagggttt t 21 

<210> 50 
<211> 21 
<212> RNA 

<213> m^mmsAjRS) 
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<400> 50 

cagtgccaag ctcgtcacct a 



21 



<210> 51 

<211> 21 

<212> RNA 

<213> ^Jt^^^(SARS) 

<400> 51 

gcaacactat gctgaggtcc a 



21 



<210> 52 

<211> 20 

<212> RNA 

<213> S^fc^^^CSARS) 

<400> 52 

gcccaaaaga ttagacaacc 



20 



<2I0> 53 

<211> 20 

<212> RNA 

<213> S^t^aiCSARS) 

<400> 53 
tgtaacacgt tcatcaagct 



20 



<210> 54 

<211> 21 

<212> RNA 

<213> S*t^#(SARS) 

<400> 54 

ccagaaagca aacaagaccc t 



21 
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<210> 55 

<211> 21 

<212> RNA 

<213> ^^mM(SARS) 

<400> 55 

catttcttaa gagcagtctt a 

<110> 56 

<211> 20 

<212> KNA 

<213> S^t^J^^SARS) 

<400> 56 
tgtgtggaga ttatgttgtc 

<210> 57 

<211> 21 

<212> RNA 

<213> m^m^CSARS) 

<400> 57 

tatactcagc aggtggtgca g 

<210> 58 
<211> 21 
<212> RNA 

<2i3> m^mmiSARS) 

<400> 58 

gaggtgggtt gttgactttc a 
<210> 59 



21 



20 



21 



21 
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<211> 21 

<212> RNA 

<213> SJfcfe^*(SARS) 

<400> 59 

gaaatccata gtagtaacgt t 



21 



<210> 60 

<211> 21 

<212> RNA 

<213> S^^#(SARS) 

<400> 60 
tctgataggt cttttgacca g 



21 



<210> 61 

<211> 21 

<212> RNA 

<213> S>t^i^i|(SARS) 

<400> 61 

ctagttgtag cacaagttag t 



21 



<210 62 

<211> 21 

<212> RNA 

<213> SJt^^#(SARS) 

<400> 62 

agcatcaaaa gttgttacta c 



21 



<210> 63 
<211> 21 
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<212> RNA 
<213> SJt^^#(SARS) 
<400> 63 

tgtacttgtt atatagagca a 2 1 

<210> 64 

<211> 21 

<212> RNA 

<213> ^^3^#(SARS) 

<400> 64 

aatggaccatagaatttacct 21 

<210 65 

<311> 21 

<212> RNA 

<213> ^JK^g#(SARS) 

<400> 65 

atccttaagc ctataaccag a 21 

<210> 66 

<211> 21 

<212> RNA 

<213> M^iKMmsARS) 

<400> 66 

aaagagaaac catcttctcg a 21 

<210> 67 
<21I> 21 
<212> RNA 
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<213> S<^^#(SARS) 
<400> 67 

gctactggac tcagttcatt a 21 

<210> 68 

<211> 21 

<212> RNA 

<213> M4^^#(SARS) 

«=400> 68 

agagccataa cctttccaca t 21 

<210> 69 

<21l> 21 

<212> RNA 

<213> S4^?^#(SARS) 

<400> 69 

acgaaatcac cgaaatcgta c 21 

<210> 70 

<211> 21 

<212> RNA 

<213> ^^m^iSARS) 

<400> 70 

ataatagtca taatcactga t 21 

<210> 71 

<211> 21 

<212> RNA 

<213> ^4^#|^(SARS) 
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<400> 71 

cataagcagt tgtagcatca c 

<210> 72 

<211> 21 

<212> KNA 

<2I3> Mt^^#(SARS) 

<400> 72 
ttctaatgta ttgtaaatac a 

<210> 73 

<211> 21 

<212> RNA 

<213> S*^^*(SARS) 

<400> 73 

gtaatcacca acattcaact t 

<210> 74 

<211> 21 

<212> RNA 

<213> ^^i^$(SARS> 

<400> 74 

cataaactaa agcactcaca g 

<210> 75 

<211> 21 

<212> RNA 

<213> M^mmCSARS) 

<400> 75 

tcaaagccaa tccacgcacg a 



21 



21 



21 



21 



21 
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<210> 76 

<211> 21 

<212> RNA 

<213> M^mmCSARS) 

<400> 76 

agtaagcaat gcagacttca c 21 

<210> 77 

<211> 21 

<212> RNA 

<213> M4^M^SARS) 

<400> 77 

cattcttaat gatggaaaca g 21 

<210> 78 

<211> 21 

<212> RNA 

<213> S^t^jlFl^CSARS) 

<400> 78 

agt£gtgaat cttgtgagcg c 21 

<210> 79 

<211> 21 

<212> RNA 

<213> M^MMiSAHS) 

<400> 79 

gaaaaaccct tctttagagt c 21 
<210> 80 



49 



2004:^10^1 B 



03137621. 5 



m "fi ^47/5535 



<211> 20 
<212> RNA 

<2i3> m^mm(SARS) 

<400> 80 

<210> 81 
<211> 21 
<212> RNA 

<2i3> m^mmiSAjRS) 

<400> 81 

acgaacaaat taaaatgtct g 2i 

<210> 82 

<211> 21 

<212> RNA 

<313> ^J|^^#(SARS) 

<400> 82 

acagattgaa ccagcttgag a 2i 

<210> 83 
<211> 21 
<212> RNA 

<213> SJ|^?g#(SARS) 
<400> 83 

agtggagctt ct^gattc a 21 

<210> 84 
<211> 21 
<212> RNA 
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<213> S^^*(SARS) 
_<400> 84 _ 

gttgttgttg gegtttacca g 21 

<210 85 

<211> 21 

<212> RNA 

<213> S3K^^(SARS) 

<400> 85 

tgaatcagca gaa^tccac t 21 

<210> 86 

<211> 21 

<212> RNA 

<213> S4^?^#(SARS) 

<400> 86 

tttgtcattc tcctaagaag c 21 

<210> 87 

<211> 20 

<212> RNA 

<213> M^^^iSARS) 

<400> 87 

attatttctt actctcactg 20 

<210> 88 

<2U> 21 

<212> RNA 

<213> MJt^3^#(SARS) 
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<400> 88 

tacagccttt tcacctgcto a 

<210> 89 

<211> 21 

<212> RNA 

<213> M^3^ii(SARS) 

<400> 89 
ttaattgtta ttggccatta a 

<210> 90 

<211> 21 

<212> RNA 

<213> M^mm(SAStS} 

<400> 90 

tacagaagta atgcctgttt c 

<2ia> 91 

<211> 21 

<212> RNA 

<213> m^m^iSARS) 

<400> 91 

acacacttgt taaacaactt a 

<210> 92 

<211> 21 

<212> RNA 

<213> m^'^mSARS) 

<400> 92 

aatgaggtog ctaaaaattt a 



21 



21 



21 



21 



21 
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<210> 93 

.,._.<211>. 21 „■.. _ 

<212> RNA 

<213> M^'^miSARS) 

<400> 93 

ctgacgtgcc ccaaatgtct t 2] 

<210> 94 

<211> 21 

<212> RNA 

<213> M^mmCSARS) 

<400> 94 

ccataatcat ttaatggcca a 2 j 

<210> 95 
<211> 21 
<212> RNA 

<213> M^mmiSARS) 
<400> 95 

atattacaat ctacggaggt t 2i 

<210> 96 
<211> 21 
<212> RNA 

<2i3> m^mmcsARS) 

<400> 96 

gcacacttga aattgcacca a 2i 
<210> 97 
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<211> 21 

<212> RNA 

<213> St^^#(SARS) 

<400> 97 

catattttcc caattcttga a 21 

<210> 98 

<211> 21 

<212> KNA 

<213> SJRJg^SARS) 

<400> 98 

agagtaaaaa atctoataaa c 21 

<210> 99 

<211> 21 

<212> RNA 

<213> Sitfti^#(SARS) 

<400> 99 

ttattctgtt tggaacttta a 21 

<210> 100 

<2n> 21 

^12> RNA 

«=213> SiK^^(SARS) 

<400> 100 

attgtgacca gaccgctcat g 21 

<210> 101 
<211> 21 
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<212> RNA 

<213> SJRJil#(SARS) 

<400> 101 

galcaca^a ccaatgacaa g 21 

<210> 102 

<2n> 21 

<212> RNA 

<213> S^^#(SARS) 

<400> 102 

atatctctgc tattgtaacc t 21 

<210> 103 

<211> 21 

<212> RNA 

<213> M^^^iSARS) 

<400> 103 

gtttatgaga ttttttactc t 21 

<210> 104 

<211> 21 

<212> RNA 

<213> MJt^i^#(SARS) 

<400> 104 

ctaccaaatt ggtggttatt c 21 

<210> 105 
<211> 21 
<212> RNA 
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<213> M^^#(SARS) 
<400> 105 

caaatccaag aacccattac t 21 



<21G> 106 

<211> 21 

<212> RNA 

<213> SJR3^#(SARS) 

<400> 106 

tgatgagccg acgacgacta c 21 

<210> 107 

<211> 21 

<212> RNA 

<213> ^4^^#(SARS) 

<400> 107 

gttgacttcc aggttacaat a 21 

<210> 108 

<211> 21 

<212> RNA 

<213> M^fH^iSARS) 

<400> 108 

aaaattattc tcttcctgac a 21 

<210> 109 

<211> 21 

<212> RNA 

<213> S4^3l^«(SARS) 
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<400> 109 

gtaccttcat gaaggtcacc a 21 

<210> 110 
_<211> 21 
<212> RNA 
<213> SJK^#(SARS) 
<400> no 

tagtctttaa cacctgagtg c 21 

<210> 111 

<211> 21 

<212> RNA 

<213> S>K^*(SARS) 

<400> 111 

tttaagctcc tcaacggtaa t 21 

<210> 112 

<211> 21 

<212> RNA 

<213> m^^miSARS) 

<400> 112 

ggatggctag tgtgactagc a 21 

<210> 113 
<211> 21 
<212> RNA 

<2i3> m^mmiSARS) 

<40O 113 

gtctgccatg ataagcaatg t 21 
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<210> 114 

<211> 21 

<212> RNA 

<2i3> Sn^w^(SARS) 

<400> 114 

caagatgtaa atacaatcaa t 21 

<210 115 

<211> 21 

<212> RNA 

<213> ^iK^#(SARS) 

<400> 115 

aggaatagca gaaaggctaa a .21 

<210> 116 

<211> 21 

<212> RNA 

<213> SJtl^#<SARS) 

<400> 116 

ttctgggcca gttcctaggt a 21 
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1 I > I I I I I I I I I I I I I I I I ) I I 




mS&}^(fym^^r\Sim SARS dsRKA ^ dsDNA J»m^ 21 
^TlfeRNA 



I I I I I I 21 ^«=i=»fl«I'>T4« UNA ( AX-t-*. S£^-&^fl<)-K:« SARS dsRNA * dsDNA 




SARS RNA 

1 

-^-r-*- SARS ^gffi RNA «4J-3lf 

Si 
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5»-TCTAAACGAACnTAAAATCrGTG-3 ' 

I i I I I I I I I I I I 
3^AGATTTGCTTGAAATrTTAGACAC-5' 

5*-TCTAAACGAACTTTAAAATCTGTGTTCA — -i 
I I M I I I I 1 I I I 

S'-AGATTTGCTTGAAAnTTAGACACAGAGA -< 
5' TCTAAACGAACrrTAAAATCTtSTGTTCAAGAQACACAGATTITAAAGrrCGTrrA 3' 
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